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Summary	Acanthosis	 nigricans	 (AN)	 is	 a	 rare	 condition	 which	 may	
affect	 oral	 cavity.	There	 are	 two	 forms	 of	AN:	 benign	 and	 malignant.	
Benign	AN	may	be	hereditary,	or	may	be	related	to	systemic	diseases	








nosed, i.e. after third operation for tumor recurrence. The fifth operation 
for	 tumor	 recurrence	 resulted	 in	 slight	 improvement	 of	 oral	 changes.	






disorder	 which	 is	 characterized	 by	 the	 presence	
of	 hyperpigmented	 papillary	 lesions	 on	 the	 skin	
and	 papillomatous	 lesions	 in	 the	 oral	 cavity	 (1).	
There	are	two	forms	of	AN,	benign	and	malignant.	
Benign	AN	may	be	hereditary,	or	may	be	related	




a	 role	 as	 well	 (1).	 Insulin-resistant	 diabetes	 and	
hyperinsulinemia	are	the	most	common	conditions	
associated	with	the	benign	form	of	AN.	Malignant	
AN	 is	a	 rare	 condition	 that	 is	 always	associated	









































undergo	 the	 indicated	 radiotherapy,	 and	 chemo-
therapy	was	not	performed.	Between	the	third	and	
the	fourth	operation,	she	started	to	notice	discom-




Histologic analyses showed fibrovascular papillo-
matous	connective	 tissue	covered	by	hyperkera-
totic epithelium. These findings were consistent 
with the diagnoses of papilloma and fibroepithelial 
polyp.
Clinical	 examination	 at	 our	 Department	 re-
vealed	 extensive	 papillomatous	 areas	 of	 normal	
mucosal	color	and	soft	consistency	 involving	 the	
lips	 (Fig.	1a),	buccal	mucosa	 (Fig.	1b)	and	hard	
palate.	 Verrucous	 changes	 with	 tiny	 pigmented	
macules	were	also	present	on	the	skin	of	the	right	
ear	auricle.	The	diagnosis	of	AN	was	established	
according to clinical and histologic findings and 
the	patient’s	medical	documentation.
The	 patient	 refused	 another	 biopsy	 due	 to	
general	weakness.	A	swab	 for	Candida albicans	
culture	and	cytobrush	smear	for	human	papilloma	
virus	 (HPV)	 detection	 were	 obtained	 from	 papil-
lomatous	 lesions.	 Candida albicans	 was	 highly	
positive	by	semiquantitative	evaluation	according	
to	the	previously	published	Budz-Jörgensen’s	cri-
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fifth operation for tumor recurrence. Following the 
surgery,	oral	lesions	decreased	(Fig.	2);	however,	





of	 the	 right	 ear	 associated	 with	 advanced	 inva-
sive	 bladder	 papillary	 transitional	 cell	 carcinoma	
is	 described.	 In	 previous	 reports,	 malignant	 AN	
has	been	most	commonly	associated	with	gastric	
adenocarcinoma	(6-7,9,13-18).	Carcinomas	of	the	
pancreas and biliary tract were also found (2,4,5).	





ter was at an early stage, confined to the super-
ficial bladder epithelium, it seems reasonable to 
hypothesize	that	the	occurrence	of	malignant	AN	
was	more	likely	linked	to	lung	carcinoma.	Addition-





extend	 to	 pharyngeal	 and	 esophageal	 mucous	
membranes	 (3).	 In	 previous	 reports,	 there	 has	




Approximately	 40%	 of	 malignant	AN	 showed	
oral	 lesions	 (20).	 During	 the	 1968-1998	 period,	
there	 were	 14	 cases	 of	 malignant	 AN	 involv-
ing	 oral	 cavity,	 as	 reported	 by	 Ramirez-Amador	
et al.	 (2).	Eight	 cases	of	malignant	AN	 involving	
oral	 cavity	 published	 by	 Medline	 from	 1999	 to	
2007	are	shown	in	Table	1.	Although	the	number	
of	described	cases	 in	comparison	with	 the	num-





included	 in	Ramirez’s	 report	 is	more	 likely	 to	be	
due	 to	 the	 fact	 that	we	had	an	easier	access	 to	
Internet	 browsing	and	 literature	data	 than	 to	 the	
actual	 increased	 prevalence	 of	 the	 disorder.	Ac-
cording	 to	our	 report	 (Table	1),	 in	seven	of	eight	
cases	 malignancy	 was	 diagnosed	 after	 AN	 had	
developed.	 These	 data	 show	 the	 importance	 of	
the	correct	diagnosis	of	oral	and	cutaneous	mani-
festations	of	AN	and	additional	diagnostic	proce-










Histological	 analysis	 of	 the	 previous	 reports	
on	AN	 in	 the	oral	 cavity	 showed	hyperkeratosis,	
acanthosis and finger-like structures of epithe-





activity for HPV type 35. Bottoni et al.	(8)	found	no	
HPV	using	PCR	technique.	Other	authors	(13,16)	
found	no	HPV	antigens	using	immunohistochem-
istry	 either.	The	 result	 of	 Ramirez-Amador	 et al.	













Figure 2.	Decreased	 lesions	of	 the	 lips	after	 the	
fifth operation
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Ramirez-Amador	et	al.	(2)	 30 14 6/14	(42%)
Canjuga	et al. 8 8 3/8 (37.5%)
	
It	 is	concluded	 that	 the	occurrence	of	oral	 le-
sions	may	be	an	indicator	of	tumor	progression.
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